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16th Jun 2021Editorial Correspondence

Thank you for submitting your manuscript to EMBO Molecular Medicine. I have now 
carefully read your manuscript and the response to the reviewers and discussed them 
with the other members of our editorial team.

While Referees #1 and #3 were satisfied with the revision, Referee #2 still requested 
additional experiments (such as lysosomal degradation capacity analysis, PIKfyve OE 
experiment in vivo, etc.) to strengthen the proposed mechanisms further. Therefore, we 
would ask you to discuss these raised points as a limitation and future directions in 
writing. However, addressing these concerns experimentally is not mandatory for 
publication in EMBO Molecular Medicine.

Please read below for important editorial formatting and consult our author's guidelines 
for proper formatting of your revised article for EMBO Molecular Medicine.

I look forward to receiving your revised manuscript soon.

Use this link to login to the manuscript system and submit your revision: Link Not 
Available

Kind regards,
Jingyi

Jingyi Hou
Editor
EMBO Molecular Medicine



23rd Jun 20211st Editorial Decision

23rd Jun 2021 

Thank you for submit t ing your revised manuscript  to EMBO Molecular Medicine, and thank you for
addressing the editorial issues. I am pleased to inform you that we will be able to accept your
manuscript  pending the following amendments: 

1. in the main manuscript  file:
- please provide up to 5 keywords and incorporate them in the main text
- please rename "Compet ing Interest  declarat ion" to "Conflicts of interest".
- Please move the 'Material and Methods' to the main manuscript  file.
- In the Materials and Methods, include a statement that informed consent was obtained from all
subjects.
- In the Materials and Methods, for animal work, gender, age, and genet ic background must be
indicated, along with housing condit ions.

2. EV tables:
- Please remove the color from Table EV1.
- Every table needs to be named and called out. Please upload the primer table and ant ibody table
in the Materials and Methods as Table EV2 and Table EV3. Please add callouts for them in the
Materials and Methods.

3. Appendix:
- Please change "Supplementary figure x" to "Appendix Figure Sx".
- In Appendix Figure S2, the"Lakkaraju et  al; Figure S2" needs to be removed.
- Please add a Table of Content on the first  page.
- Appendix Figure S8 is source data, should be removed from Appendix and uploaded separately as
Source data (see below).

4. Source Data:
- Appendix Figure S8 is source data. Please upload the files as Source data.
- Please note that Source Data need to be direct ly linked to specific figures. Source data for main
figures: should be uploaded as one (zipped) file /figure and named as
"manuscript ID_SourceDataForFigure x". Source Data for Expanded View and Appendix figures:
uploaded as a single ZIP file containing all the Source Data for Expanded View and Appendix
content. Within the ZIP file, the Source Data should be included in individual folders pertaining to
the figure/table that the Source Data is for.
- Please add molecular weight markers and other annotat ions if necessary.

More informat ion can be found here:
ht tps://www.embopress.org/page/journal/17574684/authorguide#sourcedata 

5. Funding informat ion in the manuscript  file does not match that in the online submission system.
Therefore, please add all grant numbers into our online system.

6. Data availability: since this study does not generate large-scale datasets, please only include the
following sentence in this sect ion- "This study includes no data deposited in external repositories".



7. Checklist : Please update the data availability informat ion in the checklist .

8. The Paper Explained: EMBO Molecular Medicine art icles are accompanied by a summary of the
art icles to emphasize the major findings in the paper and their medical implicat ions for the non-
specialist  reader. Please provide a draft  summary of your art icle highlight ing
- the medical issue you are addressing,
- the results obtained and
- their clinical impact.
This may be edited to ensure that readers understand the significance and context  of the research.
Please refer to any of our published art icles for an example.

9. I have slight ly shortened and modified the synopsis text  (see at tached). I have also adjusted your
synopsis image to the requested resolut ion (see at tached).

Can you please let  us know whether you are okay with the modified text  and resized image or if you
would like to introduce further modificat ions? 

Please note that this would be the final version, and synopsis text  and image changes during
proofing are usually not allowed. 

10. Our data editors have seen the manuscript , and they have made some comments and
suggest ions that need to be addressed (see at tached). Please send back a revised version (in t rack
change mode), as we will need to go through the changes.

11. As part  of the EMBO Publicat ions transparent editorial process init iat ive (see our Editorial at
ht tp://embomolmed.embopress.org/content/2/9/329), EMBO Molecular Medicine will publish online a
Review Process File (RPF) to accompany accepted manuscripts.

In this case, since your manuscript  was reviewed in another journal, we will publish my decision
let ters without including the referees' comments and your point-by-point  response to their crit icism.
Let us know if you disagree with publishing RPF. 
Please note that the Authors checklist  will be published at  the end of the RPF. 

Please submit  your manuscript  online. I look forward to receiving your revised manuscript  soon. 

Kind regards, 
Jingyi 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 

*** Instruct ions to submit  your revised manuscript  *** 



*** PLEASE NOTE *** As part of the EMBO Publicat ions t ransparent editorial process init iat ive (see 
our Editorial at ht tps://www.embopress.org/doi/pdf/10.1002/emmm.201000094), EMBO Molecular 
Medicine will publish online a Review Process File to accompany accepted manuscripts. 

In the event of acceptance, this file will be published in conjunct ion with your paper and will include 
the anonymous referee reports, your point-by-point response and all pert inent correspondence 
relat ing to the manuscript . If you do NOT want this file to be published, please inform the editorial 
office at contact@embomolmed.org. 

To submit your manuscript , please follow this link: 

Link Not Available 

When submit t ing your revised manuscript , please include: 

1) a .docx formatted version of the manuscript  text  (including Figure legends and tables)

2) Separate figure files*

3) supplemental informat ion as Expanded View and/or Appendix. Please carefully check the authors
guidelines for formatt ing Expanded view and Appendix figures and tables at
ht tps://www.embopress.org/page/journal/17574684/authorguide#expandedview

4) a let ter INCLUDING the reviewer's reports and your detailed responses to their comments (as
Word
file).

5) The paper explained: EMBO Molecular Medicine art icles are accompanied by a summary of the
art icles to emphasize the major findings in the paper and their medical implicat ions for the non-
specialist  reader. Please provide a draft  summary of your art icle highlight ing
- the medical issue you are addressing,
- the results obtained and
- their clinical impact.
This may be edited to ensure that readers understand the significance and context  of the research.
Please refer to any of our published art icles for an example.

6) For more informat ion: There is space at  the end of each art icle to list  relevant web links for
further consultat ion by our readers. Could you ident ify some relevant ones and provide such
informat ion as well? Some examples are pat ient  associat ions, relevant databases,
OMIM/proteins/genes links, author's websites, etc...

7) Author contribut ions: the contribut ion of every author must be detailed in a separate sect ion.

8) EMBO Molecular Medicine now requires a complete author checklist
(ht tps://www.embopress.org/page/journal/17574684/authorguide) to be submit ted with all revised
manuscripts. Please use the checklist  as guideline for the sort  of informat ion we need WITHIN the
manuscript . The checklist  should only be filled with page numbers were the informat ion can be
found. This is part icularly important for animal report ing, ant ibody dilut ions (missing) and exact



values and n that should be indicted instead of a range. 

9) Every published paper now includes a 'Synopsis' to further enhance discoverability. Synopses are
displayed on the journal webpage and are freely accessible to all readers. They include a short
stand first  (maximum of 300 characters, including space) as well as 2-5 one sentence bullet  points
that summarise the paper. Please write the bullet  points to summarise the key NEW findings. They
should be designed to be complementary to the abstract  - i.e. not  repeat the same text . We
encourage inclusion of key acronyms and quant itat ive informat ion (maximum of 30 words / bullet
point). Please use the passive voice. Please at tach these in a separate file or send them by email,
we will incorporate them accordingly.

You are also welcome to suggest a striking image or visual abstract  to illustrate your art icle. If you
do please provide a jpeg file 550 px-wide x 400-px high. 

10) A Conflict  of Interest  statement should be provided in the main text

11) Please note that we now mandate that all corresponding authors list  an ORCID digital ident ifier.
This takes <90 seconds to complete. We encourage all authors to supply an ORCID ident ifier, which
will be linked to their name for unambiguous name ident ificat ion.

Current ly, our records indicate that the ORCID for your account is 0000-0002-0344-6708.

Please click the link below to modify this ORCID:
Link Not Available 

12) The system will prompt you to fill in your funding and payment informat ion. This will allow Wiley
to send you a quote for the art icle processing charge (APC) in case of acceptance. This quote
takes into account any reduct ion or fee waivers that you may be eligible for. Authors do not need to
pay any fees before their manuscript  is accepted and transferred to our publisher.

*Addit ional important informat ion regarding Figures

Each figure should be given in a separate file and should have the following resolut ion: 
Graphs 800-1,200 DPI 
Photos 400-800 DPI 
Colour (only CMYK) 300-400 DPI" 

Figures are not edited by the product ion team. All let tering should be the same size and style; figure
panels should be indicated by capital let ters (A, B, C etc). Gridlines are not allowed except for log
plots. Figures should be numbered in the order of their appearance in the text  with Arabic numerals.
Each Figure must have a separate legend and a capt ion is needed for each panel. 

*Addit ional important informat ion regarding figures and illustrat ions can be found at
ht tps://bit .ly/EMBOPressFigurePreparat ionGuideline

The system will prompt you to fill in your funding and payment informat ion. This will allow Wiley to
send you a quote for the art icle processing charge (APC) in case of acceptance. This quote takes
into account any reduct ion or fee waivers that you may be eligible for. Authors do not need to pay



any fees before their manuscript  is accepted and transferred to our publisher.



23rd Jun 20211st Authors' Response to Reviewers

The authors performed the requested editorial changes.



25th Jun 20212nd Revision - Editorial Decision

25th Jun 2021  

We are pleased to inform you that your manuscript  is accepted for publicat ion and is now being
sent to our publisher to be included in the next available issue of EMBO Molecular Medicine. 

We would like to remind you that as part  of the EMBO Publicat ions transparent editorial process
init iat ive, EMBO Molecular Medicine will publish a Review Process File online to accompany
accepted manuscripts. If you do NOT want the file to be published or would like to exclude figures,
please immediately inform the editorial office via e-mail. 

Please read below for addit ional IMPORTANT informat ion regarding your art icle, its publicat ion and
the product ion process. 

Congratulat ions on your interest ing work, 

Jingyi 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 

Follow us on Twit ter @EmboMolMed 
Sign up for eTOCs at embopress.org/alertsfeeds 

***** Reviewer's comments ***** 

*** *** *** IMPORTANT INFORMATION *** *** *** 

SPEED OF PUBLICATION� 
The journal aims for rapid publicat ion of papers, using using the advance online publicat ion "Early
View" to expedite the process: A properly copy-edited and formatted version will be published as
"Early View" after the proofs have been corrected. Please help the Editors and publisher avoid
delays by providing e-mail address(es), telephone and fax numbers at  which author(s) can be
contacted. 

Should you be planning a Press Release on your art icle, please get in contact  with
embomolmed@wiley.com as early as possible, in order to coordinate publicat ion and release dates. 

LICENSE AND PAYMENT: 

All art icles published in EMBO Molecular Medicine are fully open access: immediately and freely



available to read, download and share. 

EMBO Molecular Medicine charges an art icle processing charge (APC) to cover the publicat ion
costs. You, as the corresponding author for this manuscript , should have already received a quote
with the art icle processing fee separately. Please let  us know in case this quote has not been
received. 

Once your art icle is at  Wiley for editorial product ion you will receive an email from Wiley's Author
Services system, which will ask you to log in and will present you with the publicat ion license form
for complet ion. Within the same system the publicat ion fee can be paid by credit  card, an invoice,
pro forma invoice or purchase order can be requested. 

Payment of the publicat ion charge and the signed Open Access Agreement form must be received
before the art icle can be published online. 

PROOFS 

You will receive the proofs by e-mail approximately 2 weeks after all relevant files have been sent o
our Product ion Office. Please return them within 48 hours and if there should be any problems,
please contact  the product ion office at  embopressproduct ion@wiley.com. 

Please inform us if there is likely to be any difficulty in reaching you at  the above address at  that
t ime. Failure to meet our deadlines may result  in a delay of publicat ion. 

All further communicat ions concerning your paper proofs should quote reference number EMM-
2021-14714-V2 and be directed to the product ion office at  embopressproduct ion@wiley.com. 

Thank you, 

Jingyi Hou 
Editor 
EMBO Molecular Medicine 



USEFUL LINKS FOR COMPLETING THIS FORM

http://www.antibodypedia.com
http://1degreebio.org
http://www.equator-network.org/reporting-guidelines/improving-bioscience-research-reporting-the-arrive-guidelines-for-reporting-animal-research/

http://grants.nih.gov/grants/olaw/olaw.htm
http://www.mrc.ac.uk/Ourresearch/Ethicsresearchguidance/Useofanimals/index.htm
http://ClinicalTrials.gov
http://www.consort-statement.org
http://www.consort-statement.org/checklists/view/32-consort/66-title

è
http://www.equator-network.org/reporting-guidelines/reporting-recommendations-for-tumour-marker-prognostic-studies-remark/

è
http://datadryad.org

è
http://figshare.com

è
http://www.ncbi.nlm.nih.gov/gap

è
http://www.ebi.ac.uk/ega

http://biomodels.net/

http://biomodels.net/miriam/
è http://jjj.biochem.sun.ac.za
è http://oba.od.nih.gov/biosecurity/biosecurity_documents.html
è http://www.selectagents.gov/
è

è
è

è
è

� common tests, such as t-test (please specify whether paired vs. unpaired), simple χ2 tests, Wilcoxon and Mann-Whitney 
tests, can be unambiguously identified by name only, but more complex techniques should be described in the methods 
section;

� are tests one-sided or two-sided?
� are there adjustments for multiple comparisons?
� exact statistical test results, e.g., P values = x but not P values < x;
� definition of ‘center values’ as median or average;
� definition of error bars as s.d. or s.e.m. 

1.a. How was the sample size chosen to ensure adequate power to detect a pre-specified effect size?

1.b. For animal studies, include a statement about sample size estimate even if no statistical methods were used.

2. Describe inclusion/exclusion criteria if samples or animals were excluded from the analysis. Were the criteria pre-
established?

3. Were any steps taken to minimize the effects of subjective bias when allocating animals/samples to treatment (e.g. 
randomization procedure)? If yes, please describe. 

For animal studies, include a statement about randomization even if no randomization was used.

4.a. Were any steps taken to minimize the effects of subjective bias during group allocation or/and when assessing results 
(e.g. blinding of the investigator)? If yes please describe.

4.b. For animal studies, include a statement about blinding even if no blinding was done

5. For every figure, are statistical tests justified as appropriate?

Do the data meet the assumptions of the tests (e.g., normal distribution)? Describe any methods used to assess it.

Is there an estimate of variation within each group of data?

EMBO PRESS 

A- Figures

Reporting Checklist For Life Sciences Articles (Rev. June 2017)

This checklist is used to ensure good reporting standards and to improve the reproducibility of published results. These guidelines are 
consistent with the Principles and Guidelines for Reporting Preclinical Research issued by the NIH in 2014. Please follow the journal’s 
authorship guidelines in preparing your manuscript.  

PLEASE NOTE THAT THIS CHECKLIST WILL BE PUBLISHED ALONGSIDE YOUR PAPER

Journal Submitted to: EMBO Molecular Medicine
Corresponding Author Name:  Adriano Aguzzi

YOU MUST COMPLETE ALL CELLS WITH A PINK BACKGROUND ê

B- Statistics and general methods

the assay(s) and method(s) used to carry out the reported observations and measurements 
an explicit mention of the biological and chemical entity(ies) that are being measured.
an explicit mention of the biological and chemical entity(ies) that are altered/varied/perturbed in a controlled manner.

a statement of how many times the experiment shown was independently replicated in the laboratory.

Any descriptions too long for the figure legend should be included in the methods section and/or with the source data.

In the pink boxes below, please ensure that the answers to the following questions are reported in the manuscript itself. 
Every question should be answered. If the question is not relevant to your research, please write NA (non applicable).  
We encourage you to include a specific subsection in the methods section for statistics, reagents, animal models and human 
subjects.  

definitions of statistical methods and measures:

a description of the sample collection allowing the reader to understand whether the samples represent technical or 
biological replicates (including how many animals, litters, cultures, etc.).

The data shown in figures should satisfy the following conditions:

Source Data should be included to report the data underlying graphs. Please follow the guidelines set out in the author ship 
guidelines on Data Presentation.

Please fill out these boxes ê (Do not worry if you cannot see all your text once you press return)

a specification of the experimental system investigated (eg cell line, species name).

Figure legends, Results section, methods section contains details of how many samples were 
chosen and the statictics applied thereafter.

graphs include clearly labeled error bars for independent experiments and sample sizes. Unless justified, error bars should 
not be shown for technical replicates.
if n< 5, the individual data points from each experiment should be plotted and any statistical test employed should be 
justified

the exact sample size (n) for each experimental group/condition, given as a number, not a range;

Each figure caption should contain the following information, for each panel where they are relevant:

2. Captions

Standard Statistical methods were used for analysis in all animal experimnets.

No data / animals were excluded from the analysis

Not applicable

Manuscript Number: EMM-2021-14714P

Yes

Standard Statistical methods were used for analysis in all animal experimnets. Details are included 
in the figure legends.

Yes

No randomisation was performed for animal experiments.

In all analysis includng animal experimentation, the experimenter was blinded.

In all analysis includng animal experimentation, the experimenter was blinded.

1. Data

the data were obtained and processed according to the field’s best practice and are presented to reflect the results of the 
experiments in an accurate and unbiased manner.
figure panels include only data points, measurements or observations that can be compared to each other in a scientifically 
meaningful way.



Is the variance similar between the groups that are being statistically compared?

6. To show that antibodies were profiled for use in the system under study (assay and species), provide a citation, catalog
number and/or clone number, supplementary information or reference to an antibody validation profile. e.g., 
Antibodypedia (see link list at top right), 1DegreeBio (see link list at top right).

7. Identify the source of cell lines and report if they were recently authenticated (e.g., by STR profiling) and tested for
mycoplasma contamination.

* for all hyperlinks, please see the table at the top right of the document

8. Report species, strain, gender, age of animals and genetic modification status where applicable. Please detail housing
and husbandry conditions and the source of animals.

9. For experiments involving live vertebrates, include a statement of compliance with ethical regulations and identify the
committee(s) approving the experiments.

10. We recommend consulting the ARRIVE guidelines (see link list at top right) (PLoS Biol. 8(6), e1000412, 2010) to ensure 
that other relevant aspects of animal studies are adequately reported. See author guidelines, under ‘Reporting 
Guidelines’. See also: NIH (see link list at top right) and MRC (see link list at top right) recommendations.  Please confirm 
compliance.

11. Identify the committee(s) approving the study protocol.

12. Include a statement confirming that informed consent was obtained from all subjects and that the experiments 
conformed to the principles set out in the WMA Declaration of Helsinki and the Department of Health and Human 
Services Belmont Report.

13. For publication of patient photos, include a statement confirming that consent to publish was obtained.

14. Report any restrictions on the availability (and/or on the use) of human data or samples.

15. Report the clinical trial registration number (at ClinicalTrials.gov or equivalent), where applicable.

16. For phase II and III randomized controlled trials, please refer to the CONSORT flow diagram (see link list at top right) 
and submit the CONSORT checklist (see link list at top right) with your submission. See author guidelines, under ‘Reporting
Guidelines’. Please confirm you have submitted this list.

17. For tumor marker prognostic studies, we recommend that you follow the REMARK reporting guidelines (see link list at 
top right). See author guidelines, under ‘Reporting Guidelines’. Please confirm you have followed these guidelines.

18: Provide a “Data Availability” section at the end of the Materials & Methods, listing the accession codes for data 
generated in this study and deposited in a public database (e.g. RNA-Seq data: Gene Expression Omnibus GSE39462, 
Proteomics data: PRIDE PXD000208 etc.) Please refer to our author guidelines for ‘Data Deposition’.

Data deposition in a public repository is mandatory for: 
a. Protein, DNA and RNA sequences 
b. Macromolecular structures 
c. Crystallographic data for small molecules 
d. Functional genomics data
e. Proteomics and molecular interactions

19. Deposition is strongly recommended for any datasets that are central and integral to the study; please consider the
journal’s data policy. If no structured public repository exists for a given data type, we encourage the provision of datasets 
in the manuscript as a Supplementary Document (see author guidelines under ‘Expanded View’ or in unstructured 
repositories such as Dryad (see link list at top right) or Figshare (see link list at top right).
20. Access to human clinical and genomic datasets should be provided with as few restrictions as possible while respecting 
ethical obligations to the patients and relevant medical and legal issues. If practically possible and compatible with the 
individual consent agreement used in the study, such data should be deposited in one of the major public access-
controlled repositories such as dbGAP (see link list at top right) or EGA (see link list at top right).
21. Computational models that are central and integral to a study should be shared without restrictions and provided in a
machine-readable form.  The relevant accession numbers or links should be provided. When possible, standardized format 
(SBML, CellML) should be used instead of scripts (e.g. MATLAB). Authors are strongly encouraged to follow the MIRIAM 
guidelines (see link list at top right) and deposit their model in a public database such as Biomodels (see link list at top 
right) or JWS Online (see link list at top right). If computer source code is provided with the paper, it should be deposited 
in a public repository or included in supplementary information.

22. Could your study fall under dual use research restrictions? Please check biosecurity documents (see link list at top 
right) and list of select agents and toxins (APHIS/CDC) (see link list at top right). According to our biosecurity guidelines, 
provide a statement only if it could.

C- Reagents

D- Animal Models

E- Human Subjects

Details are provided in materials and methods section as table.

Yes

All the details are provided in materials and methods section as a table.

All the details are provided in materials and methods section incliuding the

Not applicable

Our study complies with ARRIVE guidelines

G- Dual use research of concern

F- Data Accessibility

Kantonale Ethikkomision Kanton Zürich. Permit ID: 2019-02431

All human samples were obtained from prion biobank and the patient consent for the biobank was 
obtained.

No photos were used.

No

None

Not applicable

Not applicable

Not applicable

All data avilability information is provided in materials and methods section. This study includes no 
data deposited in external repositories

All original uncropped blots are included as Source data. No cropping was performed on 
Immunofluorescent images.

Not applicable

Not applicable
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